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Dear Sir: 

Dr. Sandor Sipka declares tiiat: 
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MO,..,. Me..c.. Me^C ^ 
knowledgeable in the art of immunology. 

3- nie present invention is based on the discovery of a unim,. - 

elicited by irradiation-detoxified (IR) Hoonc. h 

xlfied (IR) hpopolysaccharide (LPS) and the use of the IR-LPS in 

a method Of decreasing development of allergic asthma by exposing an , 

, o la oy exposmg a neonata or immature 

.mmunomodutaton-allergy^revmaon. 

LPS Jn. J " " ' "^-^ or 

weeks, Balb/c mice) At ti,« * ^ . ^ 

JccnoM Of 150 ng ragweed alicrsen (RWE). On day 1 1 • v 

s^sitizMion ««mmt they w„e cl^n™, . "l"/ ' 1 foUow..^ the 

they w«-e challenged w.a, ,00 „g RWE. Three day, later the cell 

count, (macphages and neutrophUa/mO Of bronchia, lavage (BAt. 

- a.e aennn ooneentra^ona of top. a ™, .v. " 

TOFo. a ThI type cy,„ii„, (determined by EUSA) Th. 

concenttationa of cytokines IL-, and 1^, (a cy,oki»> , 

c«..s„.a«o„.fora,lbut:^5h,.he«LPS„ ""^ """"^ 

J- m tae IR-LPS group were below detection limits. 

5. The measured results were as foUows: 

page a^^^^ granulocytes in tJae bronchial 

treated with water (H,0), LPS or^R:lVs%'|^SXVwe'et'' '^"^ 



Groups of animals treated 
with 



H2O spray (controls) 
^5 ml/day) rn=.S^ 



Total number of cells 
(macrophages + 

neutrophilsXcells/ml 
lavage) 



84750 



Number of neutrophils 
(cells/ml lavage) 




ooig 
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IR-LPS spray 



(5 ng/5ml H2O /day) (n=5) 



72000* 
p=0.04 



15840* 
P = 0.02 




24480 



cytokine) and InterLwriat^^X^;^^^^^^^ (TNF«) (Th, type 

mice after an aOergic reaction 1^ rI^^L7^''''l «f '"'^t Balb/c fbm^Ie 
LPS or IR-LPS .prays for 8 weeL ^ ^"^"^ ''"'^ pre-treated yyith y.nteriH20) 



Groups of animals treated 
with 



H2O spray (controls) 
(5 rnVday) (n=5) 



TNFa (Thl type cytokine) 
pg/ml ' 



IR-LPS spray " 
C5 ng/5ml HaO /day) (n=5) 



IL-5 (Th2 type cytokine) 
pg/ml ' 



LPS-spray 

(5 fig/Sml H2O /day) (n=5) 




^.n .0 ..... ^^^^^ J 

n° "7 -™ - ™- ^ c.o^) .™ 

....a„. 3.. 0. = 0.00.) „ ^^^3 

the effect of nrtve LPS >m only 1.66 fek, (7 «o/4 58-1 661 Th 

^, . . ^'■<'W« M-1.66). These results illustrate a 

stnkiiig difference between th^* ^« ,w 

l«w«„ the ,n vtvo unm«no.nM^ory effects of IR-LPS a«<£ nadv, LPS 
on macrophage and neutrophil numh^rc -r*,- • _.. 

prolonged prctreatment of 

the environment of infant mice with IR-LPS act, to 

IR LPS acts to prevent the intensity of ragweed specific 

allergic reaction differentially when compared to native LPS Fum 

^ l-urtliertnore, it is clear that IR- 
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LPS cau^a , .^«c.. ^ ^ ^^^^ ^^^^ ^ 

. op<.e„ ^ ^ ^ ^^^^ ^ ^ ^ 

inl type cells having antieen-snerifir x n 

6 nmgen specjhc T cell receptors. It is f„«K-. i.- 
... ^ ^ P ^- n IS further his opinion that 

-.a.o„ .r^s .oeo.^ ^ ^^^^^^^^^ 

JO, ^„ ^ ^ ^^^^^ ^ 

m .«pri.,„^, .upeHor e«« of a-I^s over „^v. LPS ,„ p,o,ec«„a 

n..PS. ,^o.„, . ^ ^ ^ ' 

a.v.,op„..o.aU„.o,^. J 
a ™«.o. o.._,, _ ^^^^^^ ^ . 

imniature mammal to IR-LPS. 

- »a ^. „^ ^^^^^ ^^^^ ^^^^ ^ 

18 Of the United States Code and that such willf^,! f,i 

"^^^^^ ^"^"^ statements may jeopardize the 
vahd.ty Of the application or a.,y patent issued thereon. 

Respectflilly Submitted, 
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